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study, unclassified) » RCT (Reactant)l SPN (Synthetic preparation)! THU 
(Therapeutic use) > BIOL {Biological study) i PREP (Preparation)! RACT 
(Reactant or reagent)! USES (Uses) 

(prcpn. of long-chain substituted estratrien* and their application in ^ 
the pr«pa. of aadicaaents) -'^ 
3K019-28-8 CAPLUS 

Eatra-1.3,5(10)-tri«ne-3,17-diol. ll-[S-[Bethyl[3-( (2> 
pyridinylaethyl) thiol propyl] aiaino]p«cityl]', (ll.beta. , IT.betaj^^ (9CI) 
(CA INDEX NAME) 

Absolute stereochcaistry. Rotation (^). 



PATENT NO. 



KINO DATE 



APPLICATION NO. DATE 



DE 19929715 
VO 2001000652 
VO 2001000652 



IS, 



OE 1999-19929715 19990624 
VO 2000-EP5969 20000626 



MG, 

SL, TJ. TM, 

BY, KG, KZ, 

RV: GH, GM, KE, 

DE, DX, ES, 
CF, 



AU 2000061524 
EP 1187846 
R: AT, 

IE. 



Al 20001228 
A2 20010104 
A3 20010510 

AM, AT, AU, AZ, BA, BB, EG. BR, BY. CA, CH, 

DM, EE, ES, FI, GB. GO, GE. GH, GH, KR, HU, 

KE, KG, XP, KR, KZ, LC, LK, LR, LS, LT, LU, 

MV, MX, NO, NZ, PL, PT, RO, RU, SD, SE, 

TR, TT, TZ, UA, UG, US, UZ, VN, YU, 2A, 
KD, RU, TJ, TM 

LS, MV, MZ, SD, SL, SZ, TZ, UG, ZV, AT. BE, 

FI, FR, GB, GR, IE, IT, LU. NC, NL, PT, SE, 

CI, CM. GA, GN, G», ML, MR, NE. SN, TO. TG 



,^<C3H2)3^ ^(CH2)5^ 



CN, CR, CU, 

ID, IL, IN, 

LV, MA, MD, 

SG, SI, SK, 

ZV, AM, AZ. 



AS 
A2 



20010131 
20020320 



AU 2000-61S24 20000626 
EP 2000-947882 20000626 
GB, GR, IT, LI, LU, NL, SE, MC, 



JP 2003503419 
NO 2001006330 
PRIORITY AFPLN. INFO.: 



20030128 
20020131 



314019-27-7 
EsCra-1,3,5 
pentaf luor( 
(CA INDEX 



Absolute stareochci 




JP 2001-507059 
NO 2001-6330 
OE 1999-19929715 A 
VO 2000-EPS969 V 
OTHER SOURCE(S): MARPAT 134:56837 

AB This invention describes the synthesis of new antiesterogenic 11. beta, 
long-chain substituted estratriene (I; R3 - H, alkyl, R3*C(0)} R3' - H, 
allcyl, phf Rll - ABZR20> A - bond, phenylene, phenyleneoKy; B - alkylene, 
altcenylene, allcynylenei Z - NR21> R21 - alkyli R20 - H, allcyl, alkenyl, 
-allcynyl, DCnFn+l» 0 - aryl, alkylene, alkenylene, alkynylenei n - 1 - B» 
R20 - LCH-crCpr2p+l» L - alkylene, alkenylene, alkynylene; p - 2-7; A20 
DO(CH2)q-aryl} q - 0 - 3j aryl - Ph, 1-naphthyl, 2-naphthyl. heteroa^I; 
0O(CH2)cCnF2n^lf r - 1 • Si R20R21 vith N - c5-C6-heterocyclef R20R21 wi 
N - heterocycle etc.! R17 - H, R17'C(0)! R17' - B. allcyl) for the pi^n. 
of aedicanents. Thus, I {R3, R17 -Hi Rll - F5C2(CH2) 3S(CH2)3N(Me) (QI2) 
vas prepd. fcon epoxyestrena (11) via reaction with l-brooo-5-tert 
butyldi&ethylsilyloxypentane, aroraatization, chlorination and anination 
vith methyl (3- [(4,4,5,5, 5, 5 -pentaf luoropentyDsulfanyl] propyl} amine. 
Formulations of I (no data) are claimed. 

IT Jl«019-2a-ar 31«019-30-2P 

RL: BAC (Biological activity or effector, OKcept adverse) i BSU^Isiologii 



LS ANSVER 1 OF 4 CAPLUS COPYRIGHT 2003 ACS on STN \ (Continui 

Study, unclassified); SPN (Synthetic preparation) ; THU (Thera^utic use) ; 
BIOL (Biological study); PREP (Preparatipi4>L USES (Uses) 

(prepn. of long-chain substituted e^rat^ene andltheir §^plication in 
the prepn. of nedicaments) 
RN 314019-26-6 CAPLUS 

CN Estra-l, 3, S (10) -triene-3, 17-diol, lf-(5- (nett^l{3- 1 (4», 4. 5, 5 

pentaf luoropentyl) thio] propyl] aiai no] pentyl] - ,| (11 .beta. 7. beta. ) - (9CI) 
(CA INDEX NAME) ' 

Absolute stereochemistry, 



RN 314019-58-4 CAPLUS 

CN Estra-l, 3, S(10)-triene-3,17-diol. ll-(S-(Bethyl(e,8,9,9,9- 

pentafluorononyl) amino] pentyl]-, (11. beta. , 17. beta. ) - (9CI) (CA INDEX 
NAME) 



'3*^ ^^^^ 3 ,CH2) 



RN 314019-29-9 CAPLUS 

CN Eatra-l,3.5(l0)-trienef3,17-dlol, n-t5-I(3-I (2- 

pyrldinylmethyl) sulfi/yl) propyl] «Bino]pentyl] -. (11. beta. , 17. beta. 
(CA INDEX NAME) 

Absolute stereochemisti 



314019-59-5 CAPLUS 

Estra-l, 3, 5 (10) -triene-3, 17-diol, U-tS- (methylnonylamino)pentyl) -, 
(11. beta., 17. beta.)- (9CI) (CA INDEX NAME) 



314019-60-8 CAPLUS 
Estra-l, 3, S(10) -trieae-3, 17-diol, 
peataf luorodecyl) aalDol pentyl] -, 



ll-[S-(Bethyl(9,9, 10, 10, 10- 
(11. beu., 17. beta. I- (9CI) (CA INDEX 
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NAME) 



Absolute 9CerBocheai9try. 
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(ll.beta.,17.b«tB.)- (9CI) (CA XNDS( HAKE) 



Absolute stereochcniatry. 



r r 



Ni 314019-61>9 CAPLUS 

at Sstra>l,3,S|10)-tri«ne-3,17-diol, ll-[6-(oethirl(8,8,9,9,9- 

peatafluoronoRyl)aaino]hexyl}-, (11. beta. . 17. beta. )- (9CI) (CA INDEX 
NAHE) 

Absolute stereocheaistry. 



314019-6S-3 CAPLUS 

E3tra-1.3,5(10)-triene-3,17-diol^l-I5-(pethyl(4,4,S,S»5- 
pencafluorapentyl)aaino]pentyl>^, (11. beta. . 17. beta. t- (9CI) (CA INOSC 
NAME) ' 



r 9 I 



RN 314019-62-0 CAPLUS 

CN E9tra-l,3,5(10)-triene-3,n-diol, 11- [6-{nethyl (9, 9, 10, 10. 10- 

pentafluorodicyl)aBino]hexvl]-; (11. beta. , 17. beta. )- (9CI) (CA INDEX 
NAME) 

Absolute stereocheaistry. 



314019-66-4 CAPLUS 

Estra-l,3,5(10)>triene-3.17-diol, ll-[5-(Bethyl(4,4, S, 5,6, 6, 7,7,8, B, 9,9,9- 
tridecafluorononyl)aaino]pentyl]-. (11. beta. , 17. beta. )- (9CI) (CA INDEX 
NAHE) 



A 

F r 



RN 314019-63-1 CAPLUS 

CN Estra-l,3,5(10)'triene-3,17-diol, ll-[5- (Dethylafflino)pentyl] 



314019-67-S CAPLUS 

Eatra-l,3,S(10)-triene-3,17-diol, ll-[5-( (4. 4, 5, 5,6, 6.7.7, 8, 8, 9,9, 10, 10, 11 
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,11, ll-heptadecafluoroundecyl)BwthylaBino] pentyl] 
(9CI) (CA INDEX NAHE) 

Absolute stereocheaistry. 



nt 314019-68-6 CAPLUS 

CN Estra-l,3,S(10}-triene-3,17-diol, ll-[b 
nonafluorohexyl) aai no] pentyl] -, (ll.bel ' 
NAME) 



314019-71-1 CAPLUS 

£stra-l,3,5(10)-triene-3,17-diol, 11- [5- (raethyl (7, 7, 8, S, 9, 9, 10, 10, 10- 
nonafluorodecyl)anino}pentyl}-, (11. beta., 17. beta. ) - (9CI) (CA INDEX 
NAME) 



Absolute stereechendstry. 



.(Cr2)3, 



RN 314019-69-7 CAPLUS 
CN Estra-l,3,5(10)-triene-3, 

pentaf luerooctyl) aainojpei 

HAKE) 

Absolute stereocheaistry. 



314019-72-2 CAPLUS 

E9tra-1.3,S(10)-triene-3,17-diel, ll-[5-(Bethyl (7,7,8,8.9,9, 10, 10, 11. 11,12 
,12,12-tridecafluorododecyl)aaino]pentyl]-, (11. beta. ,17. beta. ) - (9CI) 
(CA INDEX NAHE) 

Absolute stereocheaistry. 



ICHZIC 



X 

r p 



m 314019-70-0 CAP! 

CM Estra-l,3,S(10)-2tjticne-3,17-diol, ll-(6-[Dethyl(7,7,B,a.8- 
pentafluereectyiyaaiDo)beKyl)-. (11. beta., 17. beta.) - (9CI) 
HAKEI 




314019-73-3 CAPLUS 

Estra-l,3,S(10)-trieRe-3,17-diol. ll-(&-[ (7,7, 8,8,9,9, 10, 10, 11, U, 12. 12, 13 
, 13, 14, 14, 14-heptadecaf lueretetradecyl)aethylaaine]peatyl] -, 
(ll.beta.,17.beta.)> (9CI) (CA INOIX NAME) 

Absolute stereocheaistry. 
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RN 314019-74-4 CAPbUS 

CN Estra-l. 3,5(10} -triene-3, 17-diol, ll-(5-{ (3. 4,4, 5, 5. S-hesaf luoro-2- 

peiittnyl|BethylaBifto)p«ntyl)-, (11. beta. , 17. beta. ) - (9CI) (CA INDEX NAME) 

Absolute 9ter«ocheBi9try. 
Ooubla bond gaaaetry unknotfn. 




RN 314019-75-5 CAPLUS 

CN E9tra-l,3,5(10)-trien«-3,17-diol, ll-{S-[ (3,4,4, 5,5.6,6,7. 7, 8,8,8- 

dodtcaf luoro-2-octanyl ) ma thylau no] penty 1] - , ( 1 1 . be ta . . 1 7 . ba ta . ) - ( 9CI ) 
(CA INDEX NAME) 

Absolute atereocheaistcy. 
Double bond geoaetry unknovn. 



F3C^ 



(CF2>4 




314019-76-6 CAPLUS 

Eatra-l,3,S(10)-trlene-3.17-dioi, H- [5- ( (3,4,4, 5,5.6,6,7,7,8, 8,9,9. 10, 10, 
10-hexadecafIuoro-2-decenyl)nethylamino]pentyl] -. (11. beta. , 17. beta. ) 
(9CI) (CA INDEX NAME) 



L8 ANSWER 1 OF 4 CAPLUS COPYRIGHT 2003 ACS on STN (Continued) 

AbaoluCe stareocheBistry. 
Double bond geoaetry unkncvn. 



r 




314019-77-7 CAPLUS 
Estra-l, 3. 5 (10) -trieRe-3. 17-diol, 14- [5- {nethyl (3- 
phcnoxypropyl) aBinoJpentyl] -. (ll^£eta. , 17. beta. ) - 



Absolute stereocheaistry. 





(9CI) (CA INDEX NAME) 



I 



314019^78-8 CAPLUS 

Estc^-l, 3,5(10) -triene-3. 17-diol, ll-{S-[nethyl(3- 
(pf^enylaethoxy) propyl] aainojpentyl]-, (11 .beta. , 17. beta. ) - (9CI) 
iOEX NAKE) 

lute stereocheaistry. 



^>s,^^(CH2)3^^ ,CH2)5, 




314019-79-9 CAPLUS 

B9tra-1. 3, 5 (10)-triene-3, 17-diQl, ll-(5- [nethyl[3-{ (4,4,5. 5,5- 
pentaf luoropentyl) oxy] propyl] amino} pentyl] -, (11. beta. , 17. beta. ) - 
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(CA INDEX NAME) 



Absolute stereocheaistry, 




F3C^^(CH2)3. 



RN 314019-80-2 CAPLUS 
CN E9tra-l,3,5(10)-triene-3, 17-diol, ll-t5-(i 
. aethylphenyl) ethyl] aainolpentyl]-, (ll.be! 
NAME) 



'l[2-(4- 

~ beta.)- (9CI) (CA INDEX 



314019-81-3 CAPLUS 

Eatra-1,3,5 (10) -triene-3, 17-diol. 11- t5-( (2- (4- 
ethoxyphenyl) ethyl] eethylaainolpentyl]-. (11. beta. ,17. beta.)- (9CI) 
INDEX NAME) ' 

Absolute stereocheaistry, 




314019-82-4/ CAPLUS 

Eatra-1.3./(10) -triene-3. 17-diol, 11- (5- (aethyl (3- 

pheny^rn^l) aainolpentyl]-, (11. beta., 17. beta. ) - (9CI) (CA INDOC NAME) 



LB ANSWER 1 OF 4 CAPLUS COPYRIGHT 2003 ACS On STN 
Absolute stereochemistry. 



t™2)3^^(CH2)5, 




RN 314019-83-5 CAPLUS 

CN Estra-l, 3, 5(10) -triene-3, 17-diol, 11- t5-Inethyl [3- (3- 

pyridinyl}propyl]aBino]pentyl]-, (11. beta. , 17. beta. ) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



a(ai2)3^^(CH2)s, 




RN 314019-84-6 CAPLUS 

CN £stra-l,3,S(10) -triene-3. 17-diol, 11- [ 5- [aethyl [ 3- (4 - 

aethylphenyl) propyl) aaino]pentyl]-, (11. beta.. 17. beta. ) - (9CI) (CA INDEX 
NAME) 

Absolute stereechaaiatry. 



tCH2)3 ^(CH2)S. 



ax 




RN 
CN 



314019-85-7 CAPLUS 

Estra-l, 3. 5 (10) -triaae-3. 17-diol. ll-(5-((3- (4- 

chlorophenyl] propyl) eethylaainolpentyl)-. (11. beta. . 17. beta.) • (9CI) (CA 
INDEX NAKE) 



Absolute stereochemistry. 
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(CH2>3 ^(CH2)5, 




Ml 314019-B6-I CAPUIS 

CM E9tra-l,3,S(10)-trito«-3,17-diol, ll-(5-[ [3- (4- 

«thoxyph*nyl)pr^l)Mthylafflino]p*ntyl)-, |ll>b«ta. , 17.btta. ) - (9CI) (CA 
XNDSC HAKE) 

Absolute atareochsnistry. 



RN 31401»-89-lx»^U;S 

CN E9tra-l,14TlO)-triana-3,17-diol. ll-tS-({2-(4- 

broaophir{!o]cy)athyl)aathylaaino}pantyl]-, (ll.bata. , 17.bata. ) - (9CI) (CA 



.XT 





RN 314019-87-9 CAPUIS 

CN Estra-l,3,5(10)-triana-3,17-diol« ll-[&-[fflathyIM 

aethyIpentyl)amno]pentyl}-, (ll.bata., 17. beta. )- (9CI^ 

Absolute stereocheaistry. 



Ma2CH 

I 



RN 314019-90-4 CAPLUS 

CN Eatra-l,3,S(10)-triene-3,17-diol, ll-[5-(B«thyl[2-t4- 

( t ri f luorome thyl ) phe noxy] e thyl] ami no] pentyl) -, (ll.b«ta.,17.bata.)- (9CX| 
(CA INDEX NAME) 

Absolute stereocheaistry. 



RN 314019-B8-0 CAPLUS 

CN E9tra-l,3,5(10)-trieM^3,17-diQl, 1 1-[S- (methyl (3,4.4. 5« 5,6.6, 6-octafluoro- 
2-haxenyl)aainolpen^l]-, ( 11. beta. ,17. beta. >- (9CX} (CA INDEX NAHE) 

Absolute Btereochemli 
Double bond 
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ACCESSION NUMBER) 



INVENTOR(S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE! 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1999:575299 CAPLUS 
131:170644 

Preparation of estradiol peptidsa as Bntitus»r and 

cytotoxic agents 

Jouin, Patrick; Poncet, Joeli Busquet, Magalii Atasai, 

Ghanen; Pierre, Alain 

Adir et Coopagnie, Fr. 

Fr. Deoande, 59 pp. 

COOEN: FRXXBL 

Patent 

French 

1 
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PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



FR 27749B9 

FR 2774989 
PRIORITY APPLN. INFO. ; 
OTHER SOURCE (S): 



Al 19990820 FR 199S-1959 

Bl 20000317 

FK 1998-1959 
MARPAT 131:170644 



19980218 



AB Estradiol peptides E-D-A wherein A represents estradiol I (Rl, R2 - 

independently H, allcyl, allcenyl, arylcarbonyl, arylalkylcarbonyli RJ • K, 
bond), D represents acyl, ester, aaido, aminoalkylidene, peptidei E 
represents peptide, dolastatin-15 II (R4 - aaidoalkoxy, 

arylallcy lideneam.no) vere prepd. as antituaor and cytotoxic agents. Thus, 
peptide III vas prepd. and tested in vitro for its antitui&or and cytotoxic 
activities (ECSO - 6.58-1.2 nM) . 

IT 239tl7-94-aP 239117>55«6P 239117-86-7r 

RL: BAC (Biological activity or af factor, except adverse) t BSU (Biological 
study, unclassified) I SPN (Synthetic preparation)! THU (Therapeutic use)) 
BIOL (Biological study)) PREP (Preparation)) USES (Uses) 

(prepn. of estradiol peptides as antituaor and cytotoxic agents) 

RN 239117-54-5 CAPLUS 

CN L-ProUne, N,N-dimethyl-L-valyl-L-vaiyl-N-nethyl-L-valyl-L-prolyl-, 

(lS)-l-(((2S)-2-([4-t((4-([2-((ll.bata.,17.beta.)-3,17-dihydroxyeatra- 
1, 3, 5 (10) -trien-ll-yl) ethylj aaino} -4-oxobutoxy]i3ethylphosphinyl] oxy)phcnyl 
) Be thy 1 ] - 2 , 5 -di hyd r o- 3 -me thoxy- 5-oxo-lH-pyrrol-l-yl]ca rbony 1 J - 2 - 
mathylpropyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



i-Pr^NMe2 ^J^"^^^ 




RN 239117-55-6 CAPLUS 

CN L-Proline, N, N-diaethyl-L-valyl-L-valyl-N-oathyl-L-valyl-L-prolyl-, 

(lS)-l-(((2S)-2-[(4-[[[4-[(4-[(ll.beta.,17.beta.)-3,17-dihydroxyestra- 
l,3,5(10)-trien-ll -yl] butyl] amino] - 4 -oxctetoxy] methylphosphi nyl] oxy] phenyl 
]Bethyl}-2, 5>dihydro<'3-fflethoxy-S-oxo-lR-pyrrol-l-yl]carbonyl] -2- 
aethylpropyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PACE 1-B PAGE 1-B 



0 OH OH 




Ml 239217-56-7 CAPLUS 

CN L-Prolin«, N,N-dim«thyl-L-valyl-L-valyl-N-D«thyl-L-valyl-L-prolyl-, 

(IS) -l-{ [ (2S) -2- [ [4-{ [6-{ {2-[ (ll.beta. ,17.beta.) -3, 17-dihydroxyeatra- 
1,3,5(10) - tri«n-ll -yl] «thyl] aaino] -1, 6-dioxoh«icyl) oxy] phtnyHatthyl) -2, 5- 
dihydro-3-&iethoxy-S-oxo-lH-pyrrol-l-yl)cart>onyl] -2-n«thylpropyl astar 
(9CI) (CA INDEX KAKE) 

Abaoluta staraoehaBistcy. 



PAGE 1-A 




CORPORATE SOURCE I 
SOURCE: 



PUBLISHER: 
DOCUMENT TYPEi 
LANGUAGE: 



L8 ANSVER 3 OF 4 CAPLUS COPYRIGHT 2003 ACS on STN 
ACCESSION NUMBER: 1997:43S821 CAPLUS 

DOCUMENT NUMBERS 127:76140 

TITLE: Steroidal Affinity Labels of tha Estrogen Receptor. 3. 

Estradiol ll.bata.-n-Allcyl Dorlvativas Bearing a 
Tarainal Electrophilic Group: Antiestrogenic and 
Cytotoxic Properties 
AUTHOR(S): Lobaccaro, Carolei Pons, Jean-Francois » Duchesne, 

Marie-Josephe; Auzou, Gillesi Pons, Michel; Nique, 
Francois! Teutsch, Georges? Borgna, Jean-Louis 
INSERN Unite 439, Montpellier, 34090. Fr. 
. Journal of Hadicinal Chaaistry (1997), 40(14), 
2217-2227 

CODEN: JMCHARl ISSN: 0022-2623 
Aaerican Chaadcal Society 
Journal 
English 

Vith the aim of developing a nev series of steroidal affinity labels of 
the estrogen receptor, six electrophilic 11. beta. -Et (C2), 11. beta. -Bu 
(C4), or ll.beta.-decyl (CIO) derivs. of estradiol bearing 
11. beta. -tarainal electrophilic functionalities, i.e. broiaine (C4), 
(methylsulfonyl)oxy (C2 and C4), broaoacetanido (C2 and C4), and 
(p-tolyl8ulfonyl)oxy (CIO) vera synthesized. The range of their affinity 
consts. for binding the estrogen receptor was 0.4-371 that of astradioli 
the order of increasing affinity (i) relative to the ll.beta. -allryl ara 
vas Et < Bu and (ii) relative to the electrophilic functionalities was 
broaoacetamido < bromine < (isethylsulfonyl) oxy. Regardless of the 
conditions used, including prolonged exposure of the receptor to various 
pR levels (7-9) and temps. (0-25. degree. ) , the extent of receptor affinity 
labeling by the 11. beta. -Et and ll.beta. -Bu coapds., if any, vas under 
10%. This was in sharp contrast to results obtained using 
ll.beta.-((tosyloxy)decyl)estradiol which labeled from 60t to 90% of the 
receptor horsone-binding sites with an CCSO of .apprx.lO nM. Estrogenic 
and antiestrogenic activities of the coapds. were detd. using the KVLN 
cell line, which was established froa the estrogen- responsive aasaary 
tuaor MCF-7 cells by stable transfection of a recoabinant 
estrogen- responsive luciferase gene. The two ll.beta. -Et coapds. were 
mainly estrogenic, whereas the three 11. beta. -Bu and the ll.beta.-decyl 
cos^s. essentially shewed antiestrogenic activity. The fact that the 
chea. reactivities of ll.beta. -Et and 11. beta. -Bu coapds. were not 
co&proaised by interaction with the estrogen receptor aade the synthesized 
high-affinity cospds. potential cytotoxic agents which aight be able to 
exert either (i) a specific action on estrogen- regulated genes or (ii) a 
acre general action in estrogen-target calls. Therefore the ability of 
the coapds. (1) to ixreversibly abolish estrogen-dependent expression of 
the luciferase gene and (2) to affect the proliferation of KVLN cells was 
detd. All electrophiles were able to irreversibly suppress expression of 
the luciferase genei the antiestrogenic electrophiles were aere potent 
than the estrogenic ones but less efficient than 4-hydroxytaaoxlfen, a 
classical and chea. inert triphenylethylene antiestrogcn. Only the 
antiestrogenic electrophiles decreased cell proliferation! however, they 
were less potent than 4-hydroxytaaoxifen. In conclusion, the synthesized 
electrophilic estradiol ll.beta. -Et and ll.beta. -Bu derivs. (i) were not 
efficient affinity labels of the estrogen receptor and (ii) did not 
display significant cytotoxicity in estrogen-sensitive aasaary tuaor 
calls. However, since these derivs. displayed high affinity for the 
estrogen receptor, they could be used to prep, potential cytotoxic agents 
which aight be selective for tuaors affecting estrogen-target tissues, by 
coipling thea with a toxic aoiety. 
i9i4tc-n-iv i9i4aT-4i3or 

HL: BAC (Biological activity or effector, except adverse] i BSU (Biological 



L8 ANSVER 3 OF 4 CAPLUS COPyRIGHT 2003 ACS on STN (Continued) 

study, unclassified) I PRP (Properties)} SPN (Synthetic preparation)! THU 
(Therapeutic use)! BIOL (Biological study) i PREP (Preparation)! USES 
(Uses) 

(prepn. of estradiol ll.beta. -n-alkyl derivs. as steroidal affinity 
labels of the estrogen receptor) 
RN 191486-eS-l CAPLUS 

CN Acetanide. 2-bromo-N- f 2- [ (ll.beta . , 17. beta. ) -3, 17-dihydroxyestra-l, 3, 5 ( 10) - 
t ri en- 11-yl] ethyl]- (9CI) (CA INDEX NAME) 

Absolute stereocheaistry. 




RN 191487-03-3 CAPLUS 

CN Acctaaide, 2<-bra&o-N-{4-( (ll.beta. .17. beta. )-3, 17-dihydroxyestra-l, 3, 5(10) - 
trien-ll-yl]butyl}- (9CI} (CA INDEX NAHE) 

Absolute stereocheaistry. 




IT i9i«ae-e7-op t9i4e7-02-2r 

RL: RCT (Reactant) i SPN (Synthetic preparation)! PREP (Preparation)! RACT 
(Reactant or reagent) 

(prepn. of estradiol ll.beta.-a-alkyl derivs. as steroidal affinity 
labels of the estrogen receptor) 
RN 191486-17-0 CAPUIS 

CN Acetaaide. N-t2-{(ll.beta..l7.beta.)-3,17-bis(| (Ll- 
diaetbylethyDdiaethylsilyl] oxy] estra-l. 3, 5(10) -trien-U-yll ethyl] -2-breao- 
(9CI) (CA IVtaX HAKE) 

Absolute stereocheaistry. 



10/018,429 



Page 
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(Continued) 




tat 1914B7-02-2 CAPLUS 

CN Acetamide, N- [4- [ (lUbeta. , 17.beta. )*3, 17-bl8{{ (1. 1- 

dict0thyl«thyI)cUi3ethyl9llyl] oxy} eatra-1, 3. 5(10) -tri«n-ll-yl] butyl] -2-broBO- 
(9CI> (CA INDEX NAKE) 

Absolute stcraochcaistry. 




AKSVER 4 or 4 CAPLUS COPYRIGHT 2003 ACS on STN 



ACCESSION NUMBER: 
DOCUMSfT NUMBER: 
TITLE: 

INVENTORfS) I 



1991:656464 CAPLUS 
nS:256464 

Preparation of 19-nor3t«raida concaiain^ an aaida or a 
carbosaaida group as drug a 

Clauaanar* Andrai Nadelec, Lucianf Philibart, Daniali 
Van da Valda, Patrick 

PATENT ASSIGNES(S): Rouasal-UCLAT, rr. 

SOURCE: Eur. Pat. Appl., 128 pp. 

CODOl: EPXXOW 
DOCUMENT TYPE: Pattnt 
LANGUAGE: Pranch 
PAHILY ACC. NUH. COUNT: 2 
PATENT INFORMATION: 



PATENT NO. 


KIND 


DATE 




APPLICATION NO. 


DATE 


EP 


384042 


Al 


19900B29 




EP 


1990-400493 


19900222 


EP 


364642 


51 


19931229 












R: AT, 


BE, CU, OE 


OK, ES, FR 


GB, GR, IT, LI, LU 


NL 


FR 


264 3638 


Al 


19900831 




FR 


1989-2384 


19890224 


FR 


2643638 


Bl 


19910614 










HU 


55032 


A2 


19910429 




HU 


1990-273 


19900125 


HU 


207341 


B 


19930329 










ZA 


9001356 


A 


19910424 




ZA 


1990*1356 


19900222 


AT 


99320 


E 


19940115 




AT 


1990-400493 


19900222 


E5 


2062431 


T3 


19941216 




ES 


1990-400493 


19900222 


CA 


2010826 


AA 


19900824 




CA 


1990-2010826 


19900223 


AU 


9050072 


Al 


19900830 




AU 


1990-50072 


19900223 


AU 


631853 


B2 


19921210 










JP 


02268194 


A2 


19901101 




JP 


1990-41383 


19900223 


JP 


3009169 


B2 


20000214 










US 


5149696 


A 


19920922 




US 


1990-484424 


19900223 


PL 


162151 


Bl 


19930930 




PL 


1990-283941 


19900223 


CN 


1046166 


A 


19901017 




CN 


1990-101580 


19900224 


US 


5290771 


A 


19940301 




US 


1992-675460 


19920429 


US 


5707982 


A 


19980113 




US 


1993-68735 


19930528 


PRIORITY APPLN. 


INFO. : 




FR 


1989-23B4 A 


19890224 










EP 


1990-400493 A 


19900222 










US 


1990-484424 A3 


19900223 










FR 


1990-10323 A 


19900814 










US 


1991-745269 Bl 


19910814 



OTHER SOURCE(S): CASREACT 115:256464f HARPAT 115:256464 

AB Tha title cospda. [Ii R. Rl - H, (substituted) alkyli or NRRl - 

(substituted) het«rocyclyl» R2 ■ OH, acyloxy; R3 - H, (substituted! alkyl. 
alkenyl, alJcynyl; or R2R3 - 0» X - CH2, arylene, CH20, aryleneoxy linked 
to the steroid moiety by Ci Y - bond, (substituted) aliph. chain* Z - 
bond, CH20 linked to Y by Ci rings A and B may be (2-sub9tituted) Q, Qlt 
M ■ Hi alkyl], having affinities for receptors of hornones, e.g., 
estrogen, androgen, progesterone, and therefore useful as inhibitors of 
hornone-dependent tuoors and oany other ailaents, vera prepd. 
Estradienone II (R5 - OH) (prepd. in several steps fron epoxyestrenedione 
III and p-Me3CSiMe20(CH2)eC6H4Br) was aaidated with HNMeBu to give II (R5 
- NHeBu), which was enol-esterified with AcBr and the product hydrolyzed 
to give I 1% - He, Rl - 8u, X - C6H4, Y - (CH2)7, Z - bond, R2 - OH, rings 
A and B - Ql, R3 - R4 - B] . Thia had an IC50 of 0.04 .bu.N against the 
growth of nasmary tunor cells. 
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IT 134411-«5-7P 1.344 ll.'66-ep 

RL: 5FN (Synthetic preparation)* THU (Therapeutic use) i BIOL (Biological 
study); PREP (Preparation); USES (Uses) 
(prepn. of, as drug) 
RN 134411-6S-7 CAPLUS 

CN E9tra-l,3,S(10)-triene-ll-pentananide, N-butyl-3, 17-dihydroxy-, 
(11. beta. ,17. beta.)- (9CI) (CA INDEX NAME) 

Absolute stereocheiBistry. 



RN 134411-66-S CAPLUS 

CN Estra*l,3, S(10|-triene-ll-pentanaaide, N-butyl-3, 17-dihydrfny-N•Betfayl- 
(ll.beta. , 17.beta. } - {9CI) (CA INDEX NAME) 



Absolute stereocheaistry. 



10/018,429 
=> d all 1 



10/018,429 
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BeilsCein Records (BRN) : 
Cheaical Naae (CN) : 



Autonoa Nim (AUN) : 



Molec. Formula (HF) : 
Molacular Vtighc {W)t 
Lavson Nudbar (LN) : 
Filt Segmant (FS) : 
Cospound Typa (CTYPE) : 
Constitution ID (OJNSID) : 
Tautoner ID (TAUT ID) : 
Bella tain Citation (BSO) : 
Entry Data (OEO) : 
Update Data (niPD): 



7842637 

N-<4-<3, 17-bis-(tart-butyl-dinathyl- 

silanylosy) -13-aathyl- 

7, 8,9, 11. 12, 13, 14, 15. 16, 17-decahydro-6B- 

cyclopanta<a>phananthran-ll-yl>-butyl>-2- 

br oao- ace t aaide 

N-<4-<3. 17-bi3- (tart-butyl-dinethyl- 

silanyloxy) -13-Bethyl- 

7,8,9,ll,12,13,14.1S,16,17-decahydro>6H- 

cyclop«nta<a>phenanthran-ll*yl>*butyl>*2*' 

broao-acetaiaida 

C36 H62 Br N 03 Si2 

692.97 

15224, 3798, 3777. 1155 

Stereo cospound 

isocyclic 

6729739 

74S3813 

6-13 

1998/04/30 
1998/05/04 




Field Availability: 
Code Name 



Bailstain Records 
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(Continued) 






CN 


Cheoical Nase 




Kin 


Autonoanaae 


1 


HF 


Molecular Forcula 


1 


TV 


Foroular Vaight 


1 


LN 


Lavs on Nuabar 


4 


FS 


File Stgcient 


1 


CTYPE 


Cospound Type 


1 


C0N5ID 


Constitution ID 


1 


TAirriD 


Tautosar ID 


1 


BSO 


Beilatein Citation 


1 


SO 


Entry Date 


1 


mo 


Update Date 


1 


This substance also occurs in Reaction Docunantst 




Coda 


Naae Occurrence 


RX 


Reaction Docuaents 


2 


RXREA 


Substance is Reaction Reactant 


1 


RXFRO 


Substance is Reaction Product 


1 


Reaction: 






RX 






Reaction 


ID (.ID): 4781161 




Reactant 


BRN (.RBRM): 78 384 49, 506167 





Reactant (.RCT): 



Product BRN (.PBRN): 
Product (.FRO): 



No. of React. Details (.NVAR): 

Reaction Details: 
RX 

Reaction RIO (.RIO): 

Reaction Classification (.CL): 

Reagent (.RGT): 



4 -<3,n-bi3- (tert-butyl-di methyl- 
si lanyloxy) -13- me thy I- 

7. 8,9, 11, 12, 13, 14, 15, 16, 17-decahydro-6H- 
cyclopenta<a>phenanthren-ll-yl>-> 
butylaaine, broooacetic acid 
7842637 

N-<4-<3, 17-bis- (tert-fautyl-dieathyl- 

ailanyloxy) -13-Dethyl- 

7. 8, 9, 11, 12, 13, 14.15, 16, 17-decahydro-6H- 

cyclopenta<a>phenanthren-ll-yl>-butyl>-2- 

brOE»- ace taiaide 



4781161.1 
Preparation 

l-ethyl-3-<3- (diaethylaaiino) propyl>carbodi 
ioide hydrochloride, pyridine 
tetrahydrofuran 
30 Din 
40 eel 



Solvent (.SOL): 
Tioe (.TIM): 
Temperature (.T): 
Reference (s) : 

1. Lobaccaro, Carole) Pons, Jaan-Francoisf Duchesne, Harie-Josephei Ausou, 
Gilles; Pons, Micheli et al.. J.Med. Chem., CODENt JMCHAR. 40(14), 
<1997>, 2217-22271 BABS-6075367 

Reaction: 
RX 

Reaction ID (.ID): 4804487 
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(Continued) 



Reactant BRN (.RBRN): 
Reactant I.RCT): 



Product BRN (.PBRN) : 
Product (.PRO): 



No. of React. Details (.NVAR): 1 



7842637 

N-<4-<3, l7-bis- (tert-butyl-dinethyl- 
silanyloxy) -13-nethyI- 

7, 6,9, 11, 12, 13, 14, 15, 16, 17-decahydro-6H- 

cyclopenta<a>phenanthren-ll-yl>-butyl>-2- 

broao-acetaiaide 

7833530 

2-broj30-N-<4- (3, 17-dihydroxy-13-nethyl- 
7,e,9,ll,12,13,14,15,16,17-decahydro-6H- 
cyclope nta<a>phenanth ran- 1 1 -yl ) -butyl>- 
acetaaide 



Reaction Details: 
RX 

Reaction RIO (.RID) : 
Reaction Classification (.CL): 
Reagent (.RGT): 
Solvent (.SOL): 
Tiae (.TIM): 

Other Conditions (.COND): 
Note (a) (.COM): 
Reference (9) : 

1. Lobaccaro, Carolei Pons, Jean-Francoisi Duchesne, Maria- Joscphei Auzou, 
Gillesi Pons, Michelf et al., J.Hed.Chea.. OODOl: JMWAR, 40(14), 
<1997>. 2217-2227) BABS-6075367 



4804487.1 
Preparation 
aq. AcOH 
tetrahydrofuran 
20 hour(s) 

Aabient teaperatura 
Yield given 
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Beilstein Records (BRN) : 
Cheiaical Name (CN) : 



Autonoa Naae (AUN) : 



Holec. Foraula (MF) : 
Molecular Veight (HV) : 
Lavson Nuaber (LN) : 
File Segment (FS) : 
Cospound Type (CTYPE) : 
Constitution ID (CONSID): 
Tautooer ID (TAUTID): 
Beilstein Citation (BSO) : 
Entry Date (DED) : 
Update Date (DUPO): 



7840634 

N-<2-<3, 17-bis- (tert-butyl-dimethyl- 

silanyloxy) -13-Bethyl- 

7,8,9. 11. 12. 13, 14.15, 16, 17-decahydro-6H- 

cyclopenta<a>phenanthren-ll-yl>-ethyl>-2- 

broao-acetamide 

N-<2-<3, 17-bi5- (tert-butyl-dimethyl- 
silanyloxy) -13-ffiethyl- 

7, 8, 9, 11, 12, 13, 14, 15, 16, 17-decahydro-6H- 
cyclopenta<a>phenanthren-ll-yl>-ethyl>-2- 
brofflo- acetaaide 
C34 H58 Br N 03 Si2 
664 . 91 

15230, 3798, 3777, 1155 

Stereo coapound 

isocyclic 

6727235 

7451996 

6-13 

1998/04/30 
1998/05/04 




Field AvailabiUty; 
Code Naae 



Occurrence 



CN 
AUN 



Beilstein Records 
Cheaical Naaa 
Autonoanaaa 
Molecular Foraula 
Foraular Veight 



10/018,429 
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(Continued) 



LN 


Lavson Nucbttr 


4 




FS 


ril« S*9nent 


1 




CTYPE 


Cospauod Typ€ 


1 


Product BRH (.PBMI): 


OONSZO 


Constitution ID 


1 


Product (.PRO): 


TAUTID 


TautOMr ID 


1 




BSO 


Bcilatcin Citation 


I 




CO 


Entry Data 


1 




UPD 


Updata Data 


1 


No. of Raact. Datails 



This aubstanca alao occurs in Raaction Docunants: 



Occurrance 



RXREJk 
RXFRO 



Raaction Docuaanta 

Subatanca is Raaction Raactant 

Substanca is Reaction Product 



Reaction ID (.10) t 
Raactant BRN (.RBRN): 
Raactant (.RCT): 



Product BRN (.PBRN): 
Product (.PRO): 



No. of React. Datails (.NVAR): 

Reaction Details: 
RX 

Reaction RID (.RID) : 

Reaction Classification (.CL): 

Reagent (.RGT): 



4781159 

7836SS1, 506167 

2-<3, 17-bis- (tert-butyl-dimethyl- 

silanyloxy) -13-Bethyl- 

7, 8,9, II, 12, 13, 14 , 15, 16. 17-decahydro-6H- 

cyclopenta<a>phenanthren-ll-yl>- 

ethylamine. broaoacetic acid 

7840634 

N-<2-<3, 17-bis- (tert-butyi-dina thyl- 

si lanyloxy ) - 1 3 -oe thy 1- 

7,8,9, 11, 12, 13, 14,15, 16. l7-decahydro-6R- 

cyciopenta<a>phenanthren-ll-yl>-ethyl>-2> 

broao-aeetamida 



4781159.1 
Preparation 

l-ethyl-3-<3- (diaethylaaino) propyl>earbodi 
imide hydrochloride, pyridine 
tstrahydrofuran 

30 min 
40 Gel 



Solvent (.SOL): 
Time (.TIM): 
Tenperatura (.T): 
Reference (3) : 

1. Lobaccaro, Carole; Pons, Jean-Francoisi Duchesne, Harie- Josephe; Auzou, 
Gillesf Pons, Michel; et al., J.Med.Chea., COOEN: JMCMAR, 40(14), 
<1997>. 2217-22271 BABS-6075367 
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(Continued) 

cyclopen ta< a>phenan thre n- 1 1 -yl>-e thyl>- 2- 
broso-ace taaide 
7829440 

2>bromo-N-<2- (3, 17-dihydro)(y-13>aethyl- 
7,8,9,11, 12, 13, 14,15. 16. 17-decahydro-ffl- 
cycl open ta< a>phcnan thre n- 1 1 -yl )-• thyl>- 
acetimide 

R): 1 



Reaction Details: 



Reaction RID (.RID) : 
Reaction Classification (.CL) 
Reagent (.RGT): 
Solvent (.SOL): 
Tine (.TIM): 

Other Conditions (.CONO): 
Note(s) (.COM): 
Reference (s) : 

1. Lobaccaro, Carolei Pons, 

Gillesi Pons, Kichali et al., J.Med.Chea. 
<1997>, 2217>2227i BABS*607S367 



4803841.1 
Preparation 
aq. AcOH 
tetrahydrofurao 
20 hour(s) 
Aabient tas^ierature 
Yield given 



Jean-Francoisi Duchesne, Maria- Josephet Auzou. 

a>DEN: JMCKAR, 40(24), 



Reaction ID (.ID): 
Raactant BRN (.RBRN): 
Raactant (.RCT): 



4603841 
7840634 

N-<2-<3, n-bis- (tert-butyl-dioethyl- 

si lanyloxy) -13-raethyl- 

7,8. 9, 11, 12, 13. 14, 15, 16, 17-dacahydro-( 
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Beilstein Records (BRN) : 
Chemical Nana (CN) : 



Autonoa Naae (AUN) : 



Molec. Foraula (HT) : 
Molecular Weight (Ktf ) ) 
Lavson Nuaber (LN) : 
File Segoent (FS) : 
Compound Type (CTYPE) : 
Constitution ID (CONSID) : 
Tautoser ID (TAUTID): 
Beilstein Citation (BSO) : 
Entry Date (OED) : 
Update Date (OUPD): 



7833530 

2-broao-N-<4- (3, 17-dihydroxy-13-Dethyl- 
7,8,9,11.12,13,14.15,16, n-decahydro-6H- 
cyclopenta<a>phenanthren-ll-yl) -butyl>- 
acetamide 

2-brorao-N-<4- (3, 17-dihydroxy-13-Bethyl- 
7, 8, 9, 11, 12, 13, 14, 15, 16. 17-decahydro-6H- 
eye 1 ope n ta< a>phenanthre n- 1 1 -yl) -butyl>- 
acetaraide 
C24 H34 Br N 03 
464.44 
15224, 1155 
Stereo coapound 
isocyclic 
6717041 
7450857 
6-13 

1998/04/30 
1998/05/04 




rivld AvailabiUty: 
Code Naaa 



Beilstein Records 
Cheaieal Nase 
Autonoanaae 
Molecular Foreula 
roraular Weight 
Lavson Husber 
rila Segaent 
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(Continued) 



CTYPE 


Coapound Type 


CONSID 


Constitution ID 


TAUTID 


Tautoaer ID 


BSO 


Beilstein Citation 


ED 


Entry Date 


UPD 


Update Date 


IR 


Infrared Spectrua 


MP 


Melting Point 


NMR 


Nuclear Magnetic Resonance 


PHARM 


Pharaacologieal Data 



This substance also occurs in Reaction Docuaents: 



Occurrence 



Reaction Docuaents 

Substance is Raaction Product 



Melting Point: 
Value I Solvent 
IMP) K.SOL) 
(Cel) I 



IRef. I Note 



240 



I diethyl ether II I 1 



Reference (s) > 

1. Lobaccaro. Carolei Pons, Jcan-Francoisi Ducbasne, Ha ria- Josephs i Auzou, 
Gilles» Pons, Hichalr at al., J.Med.Chea.. COOEN: JHCHAR. 40(14), <1997>, 
2217-2227} BABS-6075367 

Notes (s): 
1. 50 



Nuclear Magnetic Resonance: 
NMR 

Description (.XV) i 
Nucleus (.NUC): 
Solvents (.SOL): 
Teaperature (.T): 
Reference (s) : 

1. Lobaccaro, Carolei Pons, Jean-rrancoiai Duchesna, 
Gillesi Pons. Kicheli et al., J.Med.Chea. 

<1997>, 2217-22271 BABS-607S367 



Cheaieal shifts 

IH 

diae thy Isul f oxide -d6 
32 Cel 



Karie-Josephei Auzou, 
40(14). 



NHR 



Description (.KV)i 
Solvents (.SOL): 
Teaperature (.T): 
Note Is) (.OOH): 
Reference (s) : 

1. UAaccaro, Carolei Pons, Jean-Francoisi Duchesne, Karie-Josephei Auzou. 
Gillesi Pons, Kicheli et al., J.Hed.Chea., COOEN: JKOIAR, 40(14), 
<1997>, 2217-22271 BABS-6075367 



Spin-spin coupling constants 
diae thy Isul f oxide-d6 
32 Cel 
lU-lH. 



Infrared Spcctcua: 



10/018,429 



Page 11 
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(CoQtinued) 

Descript 1 Solvent IRef.t Note 
ion I I i 

I.Xtf) i (tSOL) I I 



Bands I KBr 11 11 

Reference (a) : 

1. Lobaccaro, Carolei Pons, Jean-Francoisi Duchesne. Harie-Josephei Auzou. 
Gillesi Pons, Hicheli et al., J.Hed.Cheo.. COOEN: JKCKAK. 40(14). <1991>. 
2217-2227) BABS-6075367 

Notes (s) : 

I. 3535 - 1675 CB**(-1) 
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(Continued) 

<1997>, 2217-22271 BABS-6075367 



Pharaacological Data: 
PBMM 

Note(8) (.CQK): binding affinity to the estrogen receptori 

estrogen antagonist activity, ICSO: 320 nH 
(MVLN cell Une)i antiproUferaUve 
activity (ability to pronota ONA 
accuBulation f roa HVUI) 

Reference (s) : 

1. Lobaccaro, Carole; Pons, Jean-Francoisi Duchesne, Marie-Josephei Auzou, 
Gillesi Pons. Michel; et al.. J.Med.Chea., OOOEN: JMOIAR, 40(14), 
<1997>, 2217*2227; BABS-607S367 



Reaction ID (.ID): 
Reactant BRN (.RBRN): 
Reactant (.RCT): 



Product BRN (.PBRN): 
Product (.PRO): 



No. of React. Details (.NVAR): 



Reaction Details: 



4B04487 
7842637 

N-<4-<3, 17-bis- (tert-butyl-dimethyl- 

silanyloxy) -13-aethyl- 

7,8,9,11,12,13,14,15.16, 17-decahydro-6H- 

cyclapenta<a>phenanthren-ll-yl>-butyl>-2- 

broao-acetaoide 

7833530 

2-brocio-N-< 4 - (3 , 1 7 -dihyd roxy- 1 3-ae thyl- 
7.8,9, 11,12. 13, 14, 15, 16, 17-decahydro-6H- 
cyclopenta<a>phenanthren-ll-yl) -butyl>- 
acetaaide 
1 



Reaction RID (.RIO) : 
Reaction Claaaification (.CL): 
Reagent (.RGT)i 
Solvent (.SOL): 
Tiae (.TIM): 

Other Conditions (.COND)! 
Noto(s) (.COH): 
Reference (s) : 

1. Lobaccaro, Carolet Pons, Jean-Francoisi Duchesne, 
Gillesi Pons, Hichelf et al., J.Med. Cbtn., CODEN: 



4804487.1 

Preparation 

aq. AcOH 

tetrahydrofuran 

20 hour(B) 

Aabient tei4>erature 

Yield given 



Harie-Josephey Auzou, 
JHCMAR, 40(14), 
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Beilstein Records (BAN) s 
Cheaical Naae (CN) : 



Autonoa Naae (AUN) : 



Holec. Foraula (MF) : 
Holecular Weight (KV) : 
Lavson Nuaber (LN) : 
File Segoent (FS) : 
Cocpound Type (CTYPE) : 
Constitution 10 (CONSID): 
Tautoaer ID (TAUTID): 
Beilstein CitaUon (B50) : 
Entry Date (OED) : 
Update Date (DUPO) : 



7829440 

2-broao-N-<2- (3, 17-dihydroKy-13-Bethyl- 
7.8, 9, 11, 12, 13. 14. 15, 16, 17-decahydro-6H- 
cyclopenta<a>phenanthren-ll-yl) -ethyl>- 
acetaaide 

2-broao-N-<2- (3, 17-dihydroxy-13-aethyl- 

7,8,9.11,12.13.14,15,16, 17-d«cahydrD-6H- 

cyclope n ta<a>phenanth re n- 1 1 -yl ) -ethy 1>- 

acetaaide 

C22 H30 Br N 03 

436.39 

15230, IISS 

Stereo coapound 

Isocyclic 

6711546 

7447711 

6-13 

1998/04/30 
1998/05/04 




Field Availability: 



Code 


Naae 


BRN 


Beilstein Records 


Of 


Cheaical Naae 


AUN 


Autonoanaae 


HF 


Molecular Forcula 


FV 


Foraular Weight 


LN 


Lavson Nuaber 


FS 


File Segaent 


CTYPE 


Coapound Type 


OONSIO 


Constitution ID 


TAUTID 


Tautoaer ID 


BSO 


Beilstein Citatioo 


CO 


Entry Date 


UPO 


Update Date 


IR 


Infrared Spectrua 



Occurrence 
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(Continued) 

MP Melting Point 1 

HMR Nuclear Magnetic Resonance 2 

PKARM Pharaacological Data 1 

This substance also occurs in Reaction Oocuaents: 

Code Naae Occurrence 



Reaction Oocuaents 

Substance is Reaction Product 



Melting Point: 

Value (Solvent IRef. 

(MP) M.SOL) I 

(Cel) I 1 

170 - 172 Idiethyl etherjl 

Reference (s) : 

1. Lobaccaro, Carolei Pons, Jean-Francoisi Duchesne, Marie -Josephs i Auzou. 
Gillesf Pons, Micheli at al., J. Had. Chen., COOai: JHCMAR, 40(14), <1997>, 
2217-22271 BABS-607S367 



Nuclear Magnetic Resonance: 

NMR 

Description (.KV): 
Nucleus (.NUC): 
Solvents (.SOL): 
Teaperature (.T) : 
Reference (s) : 

1. Lobaccaro, Carole; Pons, Jean-Franeeisi Duchesne, Marie- Joaepbei Auzou, 
Gilles; Pons, Michel; et al.. J.Med.Chea., OODQl: JMCMAR, 40(14), 
<1997>, 2217-2227; BABS-6075367 



Cheaical shifts 



CDC13 
32 Cel 



NMR 



Description (.XV): 
Solvents (.SOL): 
Teaperature (.T)t 
Note(s) (.COH): 
Reference (s) : 

1. Lobaccaro, Carole; Pons. Jean-Francois; Duchesne, Marie -Josephei Auzou, 
Gillesi Pons. Micheli et al., J.Med.Chea., GODEN: JNQUR, 40(14), 
<1997>, 2217>2227i BABS-6075367 



Spin-spin coupling constants 

CDC13 

32 eel 

IH-IH. 



Infrared Spectrua: 

Descript I Solvent IRef. I Note 

ion I II 

(.XV) I (.SOL) I I 



Bands 



KBr 



II 



I 1 



Reference (s) : 

1. Lobaccaro, Carolei Pons, Jean-Francoisi Duchesne, Harie-Josepbei Auzou. 

Gillest Pons. Hicbeli at al., J.Med.Chea., COOEN: JMCXAR. 40(14), <1997>, 
2217-22271 BAB5-6075367 
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(Continued) 

Noc«s la) : 

1. 3S20 - 168S ca<M-l} 



PhanucoloQical Dat«: 
PHMH 

Not«(0) (.O0H)i binding affinity to the tatrogen rtccptort 

estrogan agonist activity, EC50: 110 nM 
(MVLN call Una) I prolif arativ* activity 
(ability to proaota ONA aceusulation from 
MVLN) 

Rafar«nca(9)i 

1. Lobaccaro, Carolai Pons, Jaan-Prancoisi Ouchasna, Maria-Josiphai Auzou, 
Gillaai Pons. Hichali at al., J.Kad.Chaa. . CODQf: JMOIAR. 40(14), 
<1997>. 2217-22271 BUS-6075367 



Raaction ID (.ID)t 
Raactant BBN (.RBRN): 
Reactant (.RCT)t 



Product BRN (.PERN): 
Product (.PRO): 



No. of Raact. Datails (.NVAR): 



4803B41 
78 4 0634 

N«<2-<3, 17-bi9- (tert-butyl-dinathyl- 

ailanyloxy) -13-methyl- 

7, 8, 9, 11, 12, 13, 14, IS, 16, 17-decabydro-6R- 

cycl<venta<a>phenanthren-ll-yl>-athyl>-2- 

broao-acecaoide 

78 29440 

2-bcosK»-N-<2- (3, 17-dihydroxy-13-nethyi- 
7, 8, 9, 11,12, 13, 14, 15, 16, 17-decahydro-6H- 
cyclopenta<a>phenanthren-ll-yl)-athyl>- 
acataaids 



Reaction Details: 
RX 

Reaction RID (.RIO): 
Reaction Classification (.CL): 
Reagent (.RGT): 
Solvent ( . SOL) : 
Tioe (.TIM): 

Other Conditions (.COHO): 
Note(a) (.COM): 
Reference (9) : 

1. Lobaccaro, Carole; Pons, Jean-Francoisi Duchesne, Maria-Josephei Auzou, 
Gilles) Pons. Michelt et al.. J.Hed.Chea., CODEN: JMCHAR, 40(14), 
<1997>. 2217-2227> aABS-607S367 



4803841.1 

Preparation 

aq. AcOH 

tatrahydrofuran 

20 hour (9) 

Aisbient teisperatura 

Yield given 



10/018,429 



=> d ibib ab fqhit 1-7 



'Pige' 13 
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Lll ANSVER 1 or 7 
ACCESSION NUMBER: 
TITLE: 
IKVENTOR(S) : 
PATENT ASSIGNEE(S): 
SOURCE: 



DOCUMEOT TYPE: 
LAKGUACE: 

FAMILY ACC. MUM. COUNT: 
PATENT INFORMATION: 

PATOIT NO. X 



MARPAT COPYRIGHT 2O03 ACS on STN 
135:16357 MARPAT 

Steroid cocpounda for steroid receptor binding assays 
Schoonen. Vilbelais C. E. J. 
Akzo Nobel N.V., Neth. 
per Int. An>I., 30 pp. 
CODEN: PIXX02 
Patent 
English 
1 
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VO 2001040805 
V> US 
Wt AT, BE. 



APPLICATION NO. OATS 
WO 2000-EP11803 20001124 



PT, SE, TR 



Al 20010607 
CH, CY, OE. OX, E5, PI. FR, GB, GR, IE, IT 



EP 123828S 

R: AT, BE. 
IE, FI, 

PRIORITY APPLH. INFO 



20020911 EP 2000-989893 20001124 

CH, DE, DK, ES, FR, GB, GR. IT, LI, LU, NL, S^NCi 



BP 1999-204036 1991 

VO 200O-EPne03 3<raoii24 
AB The invention provides a co&pd. having binding affinity for a receptor and 
COB^rising a steroid skeleton in ita aol. a tructu re/which coopd. is 
Bu-A-Y-X-Ste (Bu - atecically bullcy structure or^ool. noiety having high 
affinity for a sterically bullcy laol. atructurej/A - -KH-, -0-, -C(O)-, 
-S-i Y » branched or unbranchod, aatd. or un^td. chain of 2 to 18 atoas 
of carbon, vhich chain is optionally interrupted by replacea>enta of carbon 
atoas by oxygen, nitrogen or sulfur atona/and ia optionally aubatituted 
with keto, hydroxyl, sulfhydryl or halo^n groups; X - C or arylene group 
linked to the steroid skeleton vith a/carbon or an oxygen atoa; Ste - 
group with a steroidal skeleton, having binding affinity for a steroid 
receptori the bond between A and Jri9 optional double or triple bond; that 
between Y and X is optional double bond). The invention also provides for 
a aethod for detn. of bindingybetween a coispd. having a doI. group L in 
its BOl. structure and a caa^. having a nol. group R in its mol. 
structure, in which method/L is the group Ste as defined above and R is a 
steroid receptor. An esjc^adiol estrogen receptor ligand labeled vith 
allophycocyanin (stero^-APC) was prepd. and assayed for binding vith the 
.alpha. -estrogen receptor by tiae-resolved fluorescence resonance energy 
transfer assay. ' 




claia 1 

or addition salts or solvates 
also incorporates claia 12 



REFERENCE COUNT: 



THERE ARE 13 CITED REFERENCES AVAILABLE FOR THIS 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



§1 — G3 — J9 



I C, BD |0-} D (0-) T> (SO) 
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ACCESSION NUMBER: 
TITLE: 



PATENT ASSIGNEE(S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



OS 19929715 Al 
VO 2001000652 A2 
VO 2001000652 A3 
V: AE, AL, AM, AT. 



DE 1999-19929715 19990624 
VO 2000-EP5969 200dt0626 

_ . 

CZ. DK, DH, EE, ES, FI, GB, GO, GE, GH, GH, HR, HU, 

IS, JP. KE, KG, KP, KR, KZ, LC, LK, LR, LS/^LT, LU. LV. MA, MD, 

MG, MX, KN, MV, MX, NO, N2, PL, PT, RO, »U, SD, SE, SG, SI, SK, 

SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ,yVN, YU, ZA, ZV, AM, AZ, 

BY, KG, KZ, MD. RU, TJ, TM / 

RV: GH, GM, KE, LS, MV, MZ, SD, SL, SZ, .TZ, UG, ZV, AT, 8£, CH, CY, 

DE, DK. ES, FI. FR, GB, GR, IE, IT^/lU, MC, NL. PT. SE. BF, BJ, 

«f ^ ^. ^. MR', NE, SN, TO, TG 




134:56837 HARPAT 

Methods for the production of long-chain substituted 
estratriene and their application in the preparation 

of medicaaents 

Sauer, Gerhard; Bohloann, Rolf; Heinrich, Nikolaus; 
Kroll, Jorg; Zorn, Ludwig; Fritzmeier, Karl-Heinrich; 
Hegele-Hartung, Christa; Hoffoann, Jens; Lichtner, 
Roseaarie 

Schering A.-G., Geriaany 
Ger. Of fen., 16 pp. 
CODQI: CVXXBX 
Patent 
Geman 



KIND DATE 



MARPAT COPYRIGHT 2003 ACS on STN 



20001228 
20010104 

20010510 

AU, AZ, BA, BB, BG, BR, BY, Chf CH, CN, CR, CU, 

IL, IN, 



AU 2000061524 
EP 1187846 
H: 



JP 2003503419 
NO 2001006330 
PRIORITY APPLN. INFO. 




Ay^2000-61524 20000626 
^ 2000-947882 20000626 
~ GR, IT, LI, LU, NL, SE, MC, 



PT, 



JP 2001-507059 20000626 
NO 2001-6330 20011221 
DE 1999-19929715 19990624 
VO 2000-EP5969 20000626 
This invention describes the/synthesis of new antiesterogenic 11. beta, 
long-chain substituted estcatriene (1; R3 • H, alkyl, R3'C(0}f R3' - H, - 
alkyl, ph; Rll * ABZR20; A^* bond, phenylene. phenyleneoxyi B - alkylene, 
alkenylene, elkynylene; z'- NR21i R21 - alkyli R20 - H. alkyl. alkenyl, 
•alkynyl, DCnFntl; D - aVyl, alkylene, alkenylene, alkynylene; n - 1 - Si 
R20 • lCH-CFCpF2pf 1; L-^- alkylene, alkenylene, alkynylene; p - 2-7i R20 - 
D0{CH2)q-aryli q - 0 3; aryl - Ph, 1-naphthyl, 2-naphthyl, hoteroaryli 
DO(CK2)rCnF2nf 1; r - I - 5; R20R21 with N - CS-C6-heteroeycle; R20R21 with 
N • heterocycle etc.; R17 - H, R17*C(0)} RI7' - H, alkyl] for the prodn. 
of oedicasents. jKus. I (R3, R17 - H; Rll • F5C2(CH2)3S(CH2)3N(MeHCH2) 5] 
was prepd. f roa ^e poxy est rcne {II) via reaction with l-broae-S-tert- 
butyldiaethylsilyloxypentane, aroaatizatlon, chlorination and asvination 
vith sethyltS';! (4,4,5, 5,5,5-pentafluoropentyl)aulf8nyllpropyl)aaine. 
Fornulations of I (no data) are claioed. 



Gl - OH 

GS - alkylene<(4-6)> 

G9 - alkylaaino<(l-3)> 

G24. > OH 
HPL: claiD 1 



y 



10/018,429 
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ACCESSION NUKBER: 
TITLE} 



PATBin' ASSIGNEE(S): 
SOURCE: 

DOCUMEWT TYPE: 
LANGUAGE: 

FAHILY ACC. NUH. COUKTi 
PATENT IHPOBHATION: 



131:170644 HARPAT 

Preparation of estradiol peptides aa antituaor and 
cytotoxic agents 

Jouio* Patricki Ponctt* Jotli Busquet, Magalit Atasai, 

Ghaneai Pierre. Alain 

Adir et Conpagnie, Fr. 

Fr. Deaande, S9 pp. 

CODEN: FRXXBL 

Patent 

French 
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STB: and isoaars 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



FR 2774989 Al 19990820 FR. 1998-1959 19980218 

FR 2774989 Bl 20000317 

PRIORITY APPLN. INFO.: FR 1998-1959 19980218 

AB Eatradiol peptides E-O-A vherein A represents estradiol I (Rl, R2 - 

independently H, alkyl, alkenyl, arylcarbonyl, arylalkylcarbonyl; R3 - H, 
bond), D represents acyl, ester, aaido, aainoalkylidene, peptide; E 
represents peptide, dolastatin-lS II (R4 - aaidoalkoxy, 

arylalkylideneaaino) vera prepd. as antituaor and cytotoxic agents. Thus, 
peptide III vas prepd. and tested in vitro for its antitumor and cytotoxic 
activities (EC50 - 6.5B-1.2 nM) . 



^12-^10-^1 



Gl - 32 




G2 - OH 

G8 - OH 

GIO - 57-1 60-3 

^^llS^-NH-^ll' 

Gil AaX)cylene<(l-6)> 

OER: and pharnaceutically acceptable acid or base addition salts 
HPL: clain 1 
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(ALL HITS ARE ITERATION INCOMPLETES) 



ACCESSION NUMBER: 
TITLE: 



PATENT ASSIGNEE (S): 
SOURCE: 

OOCUHENT TYPE: 
LANGUAGE: 

FAHILY ACC. HUH. COUNT: 
PATENT INFORMATION: 



PATENT NO. 




KIND 


DATE 


VO 9323041 




Al 


19931125 


V: AU, 


BB, 


BG, BR 


CA. CZ, 


NZ, 


PL, 


RO, RU 


SD, SX, 


RV: AT, 


BE, 


CH, DE 


DX, ES, 


BF, 


BJ, 


CF, CG 


CI, CM, 


AU 9342S25 




Al 


19931213 


AU 668181 




B2 


19960426 


EP 649306 




Al 


19950426 


EP 649306 




Bl 


20010110 


R: AT, 


BE, 


CH. DE 


DX, ES, 


JP 07508039 




T2 


19950907 


AT 198601 




B 


20010115 


US 561 01 62 




A 


19970311 


PRIORITY APPLN. 


INFO.: 





121:109397 MARPAT 
Preparation of ester derivatives of 4-azasterolds as 
steroid S. alpha. -reductase inhibitors* 
Vitzel, Bruce £.; Rasnusson, Gary H. ) Tolnan, Richard 
L.; Yang, Shu Shu 
Merck and Co., Inc., USA 
PCT Int. ^pl., 66 pp. 
CODEN: PIXXD2 
Patent 
English 



APPLICATION NO. DATE 

WO 1993-US4771 19930519 
HU, JP, XR. XZ, LX, KG, KH, I 
US 

GB, GR, IE. IT, LU, KC, NL, ] 
GN, ML, MR, NE, SN, TD, TG 
AU 1993-42525 19930S19 

EP 1993-911362 19930519 
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- NULL / G40 / alkylene<EC (1-10) C, DC (0) M3> 
(SO (1-) G6) 

- Ph / naphthyl / alkyl<(l-3)> (SO G2B} / (SC Me) 

- H / Me / Et / OH / NH2 / SMe 

- 0 / S 

- Ph (SO) / naphthyl (SO) / 

Hy<EC (1-3) Q (0-) N (0-) O (0-) S (0) OTHERQ, CH (-1) +, 

RC (1), RS (1) MS (1) X7> (SO) / 204 / 206 / 

Hy<EC (1-3) Q (0-) N (0-) 0 (0-) S (0) OTHERQ (6-) C, 

AR (1-). BD (6-) N, CH (-1) +, RC (2), 

RS (0-) E5 (1-) E6 (0-) E7 (0) OTHER> (SO) / 

cycloalkyl<(3-10)> (SO) / 68 / OH / 71 



^12 



FR. GB, GR. IE, IT, LI, LU, NL. PT, SE 
JP 1993-503838 19930519 
AT 1993-911362 
US 1994-338S73 
US 1992-886022 
VO 1993-US4771 
single bonds, R2 - H> or a < 



19930519 
19941117 
19920520 
19930519 
single bond, b • 



GIO - OH / F / CI / Br / I / alkoxy<(l-8)> / 

alkenyl<(2-6)> / 32 / SH / 65 / 63 / 4B / 52 / Ph (SO) / 
naphthyl (SO) / Hy<EC (1-3) Q (0-) N (0-) 0 (0-) S (0) 
OTHERQ, CH (-1) RC (1), RS (1) MS (1) X7> (SO) / 209 / 
211 / Hy<EC (1-3) Q (0-) N (0-) 0 (0-) S (0) OTHERQ (6-) C 
AR (1-), BD (6-> N, CH (-1) +, RC (2), 
RS (0-) E5 (1-) E6 (0-) E7 (0) OTHER> (SO) / 
cycloalkyl<(3-10)> (SO) / 55 



Title ctaipda. [It t 

double bond, and R2 - nulli Rl - K, aryl, alkyl, aralkyli R3 - H. Me. Et. 
OH. NH2, SMei n - 0-10; X - O, Si R4 - (substituted) alkyl, aryl, 
heterocyclyl. cycloalkyl, aaino, OH, etc.} vera prepd. as inhibitors of 
5. alpha. -reductase and isocnzyBss thereof. The cosgsds. are useful for the 
treataent of hyperandrogenic disease conditions and diseases of the skin 
and scalp (no data) . Thus, 20-hydroxy-4-fflethyl-5,aipha.-4-aKapregnan-3- 
one. 11-ethylthioundecanoic add, OHAP. and DCC vere stirred in CH2C12 at 
rooa teep. to give 20-(n- (ethylthio}undecanoyloxy] -4-Bethyl-5.alpha.•'4- 
a^apregnan-3-ene . 

im 1 XTKRATIOa XKOHFLBTS 



g^tOhon ^|16-€39 012 

G12 j5(0K;17-C(0)G18 



6|-^ 



36/08/46 




r 

3r-<*" 



4«— 



- H / alkyl<(l-B)> (SO (1-) G13) / Ph (SO) / 

naphthyl (SO) / Ry<EC (1-3) Q (0-) N (0-) 0 (0-) S (0) 
OTHERO. CH (-1) 4, RC (1), RS (1) MS (1) X7> (SO) / 214 / 
216 / Hy<BC (1*3) Q (0-) N (0-) O (0-) 5 (0) OTHERQ (6-) C, 
AR a-). BD (6-) N, CB (-1) *, fC (2). 
RS (0-) E5 (1-) E6 (0-) E7 (0) OTHER> (SO) 



Gl 


- H 


G2 




G3 


- B 


64 


> H 



10/018,429 
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C13 - OH / «lkojfy<<l-3)> / CN / 39 / 43 / N02 / F / CI / 

Bz / I / KH2 / alkylaaino<(l-4)> / diallcylanino< (1-4) > / 
Ph (SO) / naphthyl (SO) / Hy<!!r (1-3) Q (0-) N (0-J O (0-) 
S (0) OTHERO. CH (-1) RC (1), RS (1) MS (1) X7> / 219 / 
221 / Hy<EX: (1-3) Q (0-) N (0-) 0 (0-| S (0) OTKERQ (6-| C, 
AR (1-), BO (6>) N, CH (-1) RC (2). 
RS (0-) E5 (1-) E6 (0-) E7 (0) 



2§(0)<514 ^53B-C(0H;14 2^|0=0 | 



G14 - OH / 41 
4r^» 



G15 - altcyI<(l-B)> (SO) / Ph (SO) / naphthyl (SO) 
G16 - S / S(0) / S02 
G17 - NH / 59 



5^19 

G18 - NH2 / 61 

gy— €19 



G19 - allcyl<(l-S)> / CH2Ph / cyclohesyl 

G20 - alky IcarbonyK (1-20) > (SO (1-) GIO) / 30 



35(0)<;9 



G21 - 2S / (5C 26 / 174 / 178 / 193 / 202) / (BC 24S / 
330) 



^-^22 ,9r^(0)t3l2^S— Pc-i HjCj- 



^§5— C I0)iffl— CH2-Ph 



C(0)NH-^26 H2< 



135 

G22 - 76 / 224 / 234 / 239 

C(0)-G23 2^51 — C(0)NH— G27 H|C-— O— <:(0)-G31 



H|g(-CH2^>-C« 



023 - 79 / 83 / 85 / dodecyl / 93 / Bu-t / 94 / 98 / 

CH2CH2C02H / 106 / 110 / 126 / 134 / 143 / 144 / 147 / ISO / 

154 / 158 / 169 



H^-f<»?^S Et H|C OEt «|f+<="?^' 



S Pr-i 




H|0-f-CH2]cH=CH2 7* 

^ HgC CH-fcH2kM=C Ke H|C^{-CH2^ (0)-CH« 

H2C--CH2-C(OK) CH2-Ph 

"f?!"^^^' HjC^p-C6H4Pr-i Hj&j-S— Pr-i Hjgf^HzJ^S— Pc-i 
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G25 - Me / Bu-t / 184 / 187 
H2C Ha 



G26 - Bu-t / Ha / 228 



G27 - Bu-t / Pr-i / H« 
G28 - Ph / naphthyl 

029 - Hy<EC (1-3) Q (0-) N (0-) O (0-) S (0) OTHERO, 
CH (-1) *. RC (1), RS (1) H5 |1) X7> (SO) / 
Hy<EC (1-3) Q (0-) N (0-) O (0-) S (0) OTHEBQ (6-) C, 
AR (1-), BD (6-) N, CH (-1) RC (2), 
RS (0-) ES (1-) E6 (0-) E7 (0) OTHER> (SO) 

G30 - Hy<EC (1-3) Q (0-) N (0-) O (0-) S (0) OTHERQ, 
CH (-1) +, RC (1), RS (1) MS (1) X7> / 
Hy<EX: (1-3) Q (0-) N (0-) 0 (0-) S (0) OTHERQ (6-) C, 
AR (1-), BD (6-) N. CH (-1) *, RC (2). 
RS (0-) ES (1-) E6 (0-) E7 (0) 0THER> 

G31 - Ma / Bu-t / 235 



G32 - 249 / 268 / 282 / 283 / 28S / 294 / 303 / 306 / 
314 / 320 / 323 / CH-CKPh 



6 




.C|H4G34 HjCjf<H2}^Bl 
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3 -iSf^ 



i-] 



Pr-p-C6H^p-C6K*Pi 



G33 - 2-furyl / 2S1 / cyclohaxyl / 256 / 
P-CjH4Pc-i 



\ 
256 



G34 - Bu-i / OEt 

G35 - 333 / 358 / 373 / 37B 



,J_-C(0)-H^ 



G36 - 337 / ptntadacyl / 339 / 350 / 3S6 



G37 - N02 / OOPh 

G38 - alkyItna<(l-B)> 

G39 - alkyl<(l-8)> (SO (1-) G13) / Ph (SO) / 

naphthyl (SO) / Hy<EC (1-3) Q (0-) N (0-) O (0-) S (0) 

OTHERQ, CH (-1) RC (1), RS (1) MS (1) X7> (SO) / 34 / 50 / 

Hy<EC (1-3) 0 (0-) II (0-) 0 (0-) S (0) OTHERQ (6-) C, 

AR 0-)» BD (6-) CH (-1) t, RC (2), 

RS (0-) ES (1-) E6 (0-) E7 (0) OTRER> (SO) 



10/018,429 
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ACCESSION HUHBER: 
TITLE: 



G40 - (1-10) CH2 
Gl +G2 - NULL 
G3 4G4 - NULL 

OER: or pharoactuticaliy acceptafalt salts or estar 
HPL: claiD 1 

NTS: up to ont doubl* bond in stvroid aoiety 



PATENT ASSIGNEE(S) i 
SOURCE: 

DOCUHESn' TYPE: 
LANGUAGE: 

FAMILY AOC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. F 



120:134926 MARPAT 

Preparation of «9trogen bispbosphonatas for traataent 
of bona diseasas 

Kakaatra, Toshiof Katsuaata, TakaaKit Yaaaeoco, 
Hichihiro 

SuaitaM Pharaa. Japan 

apn. Xokai Tokkyo Xoho, 33 pp. 

OODEN: JXXXAF 

Patent 

Japanasa 

I 



APPLICATION NO. DATE 



JF 0S222073 A2 19930B31 JP 1992>59642 19920213 

PRIORITY APPLN. INFO.: JP 1992>59642 19920213 

AB The title cospds. [I; E - estrogen residue; Rl - bond, alkylenei R2 - 

alkylene, alkenylene, alkynylenei R3 - H, alkyl; R4 - OH, alkyl. alkoxyi 
Yl - bond. 0, 5(0)n (vherein n - 0, \, 2), NR5 (vhereia RS - H. alkyl), 
ORfRe (vherein R6 - H, alkyl) i Zl - bond, O, 5, NHl Z2 • H, alkyl. 
alkylthio, OH, NH2], useful in treating such bone diseases as 
osteoporosis, are prepd. A soln. of 1.6H BuLi/hexane was added to a soln. 
of estratriene II (THP - tetrahydro-2-pyranyl) in THF at 0. degree, and 
stirred at rooa ceep. , to the soln. vas added 1(012] 3C3{e(PO(OCIMe2)2}2, 
and the soln. vas stirred at roon tecp. and then acidified to pH 1 to give 
96t bisphosphonate III. I at 3 lag/kg s.c. per day in aice for 3 wk gave a 
bona salt concn. of 120.4 3.96 ag/cB2, vs. 103.1 .+-. 2.2S mq/ca2 for 

controls. 




Gl - 303 




G3 - alky lene< (1-6) > 



Lll 

G4 

G7 

G16 

DER: 

HPL: 

NTS: 



ANSVER 5 OF 7 MARPAT COPYRIGHT 2003 ACS on STN 
- Ak<EC (1-6) C. BD (0-) 0 (0-) T> 



and pharmaceutically acceptable salts 
claia 1 

substitution is restricted 
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ACCESSION NUMBER: 
TITLE: 



PATENT ASSIGNEE (S): 
SOURCE: 



r TYPE: 
LANGUAGE: 

FAMILY AOC. NUM. COUNT: 
PATENT INFORMATION: 



116:214774 MARPAT 

19-Norsteroids having an araide-bearing chain in the 

11-beta position, their preparation, their use as 

aedicines (especially antiestrogens) , and 

pharaaceutical comiositions thereof 

Claussner, Andrei Nique, Francois; Teutsch, Jean 

Georges; Van de Velde, Patrick 

Roussel-UCLAF, Fr. 

Eur. Pat. Appl. , 63 pp. 

CODEN: EPXXDW 

Patent 

French 

2 



PATDIT NO. 


XINO 


DATE 


APPLICATION NO. 


DATE 


EF 


471612 


A2 


19920219 


EP 


1991-402214 


19910809 


EP 


471612 


A3 


19920513 








EP 


471612 


Bl 


19980128 










R: AT, 


BE, CH, DE. 


DK, ES, FR, 


GB, GR. IT, LI, LU, 


, NL. SE 


FR 


266S901 


A2 


19920221 


FR 


1990-10323 


19900814 


FR 


2665901 


B2 


19940729 








AT 


162797 


E 


1998021S 


AT 


1991-402214 


19910809 


ES 


2112268 


T3 


19980401 


ES 


1991-402214 


19910809 


CA 


2049102 


AA 


1992021S 


CA 


1991-2049102 


19910813 


HU 


59416 


A2 


19920528 


HU 


1991>2690 


19910813 


JP 


0634 068 8 


A2 


19941213 


JP 


1991-226410 


19910813 


JP 


3073B03 


B2 


20000807 








AU 


9182422 


Al 


19920220 


AU 


1991-62422 


19910814 


AU 


644671 


B2 


19931216 








2A 


9106420 


A 


19921028 


ZA 


1991-6420 


19910814 


US 


S7079B2 


A 


19980113 


US 


1993-6B735 


1993052B 


PRIORITY APPLN. 


INFO. : 




FR 


1990-10323 


19900814 










FR 


19S9-2384 


19890224 










US 


1990-464424 


19900223 










US 


1991-74S289 


19910814 



AB Twenty title steroids I (either (1) n - 1» K - Oi R17 - OH, 02C (CB2) 2C02H 
or salts; R17* - H. C.tplbond.CHi RA - Met RB • iso-Pr. Bu. 
heptafluorobutyl) X - CH2, C6H4, OC6H4f Y - (CH2)7. (CK2)8, 
(CH2)5C.tpIband.C. (CH2)qOCH2 with q - S-7, (CH2) 5S (O) pCH2 with p - 0-2; Z 
- bond! or (2) n - 1 or 2i K - 0, S; R17 - OH, acyloxy; RIT - H, 
(substituted) alkyl, alkenyl, or alkynyl; or R17R17' - keto; X - C3I2, 
arylene, 0CH2, oxyarylene, thioarylene (bound to steroid at C atoa)i Y - 
aliph. chain optionally unaatd. or interrupted by arylene, O, S, SO, or 
S02f Z - bondi RA. RB • H. (substituted) alkyl; or RARB - ateaar to fora 
(substituted) heteroeycle; addnl. restrictions] were prepd. as 
antiestrogens for treataent of ho raone -dependent tuaora. For exaaple, 
ll.beta. •(4-hydroxyphenyl)estra-4.9-diene-3, 17-diona was etherified with 
BuNMeCOCH20(CH2)SBr (prepns. given), followed by isoserization to a 
3-hydroxyestra-l,3,S(10) -triene, redn. of the 17-oxo group to 17. beta. -OH 
with NaBH4. protection of the OH groups as acetates, conversion of the 
aaide to a thioaaide with Lavesson'a reagent, and daprotection, to give 
title coapd. II. The ICSO of II for inhibiting growth of MCF-7 aaaaary 
tuaor cells in vitro vas 0.03 nM. A tablet foraulation coeprising I is 
given. 



10/018,429 



Page 18 



Lll AN5VER 6 OF 7 HARP AT COPYRIGHT 2003 ACS on 5TN 



Lll ANSVER 7. OF 7 HARPAT COPYRIOT 2003 ACS on STN 




ACCESSION NUMBER: 
TITLE: 

IHVENTOIl{S) i 
PATENT A5SIGNEE(S): 
SOURCE: 

DOCUMEKT TYPE: 
LANGUAGE: 

FAMILY ACC. NUH. COUNT: 



115:21«857 KAWAT 

Injectable aicrospherea cootaini&9 antiestrogenic attd 

antipregesteaioetic steroids 

Cohen, Gerard) Dubois, Jean Luc 

Rousael-UCLAF, Fr. 

Ger. Of fan., IS pp. 

CODEN: GnasK 

Patent 

Gernan 

I 



Gl 


OH 


PATENT INFORMATION: 










G4 


CH2 












G6 


Ak<(l-18)> 


PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


GIO 


(1-2) CH2 












G12 


52 


DE 40364 2 S 


Al 


19910S16 


DE 1990-4036425 


1990111S 






FR 2654337 


Al 


19910S17 


FR 1989-14976 


19891115 


^ 




FR 2654337 


Bl 


19940805 








SE 9003S70 


A 


19910516 


SE 1990-3570 


19901109 




BE 1005511 


A4 


19930831 


BE 1990-1062 


19901109 






DX 9002709 


A 


19910S16 


DK 1990-2709 


19901113 


013 


allcyl<(l>a)> (SO Gil) 


CA 2029940 


AA 


19910516 


CA 1990-2029940 


19901114 


DER: 


or salts 


JP 03294229 


A2 


19911225 


JF 1990-306374 


19901114 


HPL: 


clain 1 


CH 681691 


A 


19930514 


CR 1990-3611 


19901114 


NTE: 


substitution is restricted 


NL 9002492 


A 


19910603 


NL 1990-2492 


19901115 






GB 2239798 


Al 


19910717 


GB 1990-24B62 


19901115 






GB 2239798 


B2 


19931027 










AT 9002313 


A 


19950415 


AT 1990-2313 


19901115 






AT 400298 


B 


19951127 










PRIORITY APPLN. INFO. 






FR 1989-14976 


19891115 



Biodegradable oicrospheres co&prise the title steroids (Markush given) and 
copolyners of lactic acid vith glycolic acid. A nixt. of 250 oL aq. 0.31 
hydrolyzed PVA soln., 1 g poly (DL- lactic acid-glycolic acid), 17 g CH2C12, 
and O.S g 17. beta. -hydroxy-11. beta.- (4 - (dinethylasdno) phenyl] -17. alpha. -( 1- 
propynyl)estra-4,9-dien-3-one was esulsified, folloved by stirring at 
22. degree, and decreasing pressure (.gtoreq.400 ma Kg) to give 
aicrospheres, which were used for the prepn. of injections. 



Gl— §3 

Gl - 12B 



l53*l53«37^5|0)-<J38 
G3 - 43 



Lll ANSVER 7 OF 7 HARPAT COPYRIGHT 2003 ACS on STN (Continued) 




G7 - OH 

G8 - 88-45 90-46 




G18 - OH 
G34 - CH2 

C38 - allcylamino<(l-8)> (SO (1-) G39) 
HPL: claiB 6 

NTE: Ak<(l-18)> in G36 nay be interrupted by an arylene group or an oxygen 
atoa 
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=> d his 

(FILE *HOME* ENTERED AT 11:13:17 ON 03 SEP 2003) 

FILE 'REGISTRY* ENTERED AT 11:13:54 ON 03 SEP 2003 

LI STRUCTURE UPLOADED 

L2 1 S LI 

L3 36 S LI FULL 

FILE 'CAPLUS* ENTERED AT 11:15:38 ON 03 SEP 2003 

L4 2 S L3 

FILE 'REGISTRY' ENTERED AT 11:18:15 ON 03 SEP 2003 

L5 STRUCTURE UPLOADED 

L6 1 S L5 

L7 47 S L5 FULL 

FILE VCAPLUS' ENTERED AT 11:18:58 ON 03 SEP 2003 

L8 4 S L7 

FILE 'BEILSTEIN' ENTERED AT 11:21:49 ON 03 SEP 2003 

L9 4 S L5 FULL 

FILE 'MARPAT' ENTERED AT 11:24:19 ON 03 SEP 2003 

LIO 1 S L7 

Lll 7 S L7 FULL 
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=> d scan 

L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN 1-Pyrrolidinecarboxylic acid, 2- [ [ [4- { trifluoromethyl) phenyl] thio] methyl] - 

, 1,1-diitiethylethyl ester, (2S)- (9CI) 
MF C17 H22 F3 N 02 S 

Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :20 

L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Estra-l,3,5(10)-triene-3,17-diol, ll- [ 5- [methyl [ 3- [ [ [4- 

(trifluoromethyl) phenyl] methyl] sulfinyl] propyl] amino] pentyl] 

(11. beta. ,17. beta.)- (9CI) 
MF C35 H48 F3 N 03 S 

Absolute stereochemistry. 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Estra-1, 3, 5 (10) -triene-3, 17-diol, 11- [ 4- [2- [methyl [3- [(4,4,5,5,5- 
pentaf luoropentyl ) sul f inyl ] propyl ] amino ] ethyl ] phenyl ] - , 
(ll.beta.,17.beta. )- (9CI) 

MF C35 H46 F5 N 03 S 



Absolute stereochemistry. 
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F F 

X 



o 

II 

s. 




Me 



F3C 



(CH2)3 



(CH2)3 



S 



S 




H 

R I S 

S 



H 



HO' 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN l-Propanamine, N-methyl-S- [ [ [4- (trifluoromethyl) phenyl] methyl ] thio] - (9CI) 
MF C12 H16 F3 N S 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Benzenethiol, 4- (trifluoromethyl ) - (9CI) 

MF C7 H5 F3 S 

CI COM 



**PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Pyrrolidine, 2- [[ [4- (trifluoromethyl) phenyl] thio) methyl] (2S)- (9CI) 
MF C12 H14 F3 N S 





Absolute stereochemistry. 
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CF3 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Estra-1, 3, 5(10) -triene-3, 17-diol, 11- [5- [methyl [3- [ [ [4- 

(trifluoromethyl) phenyl] methyl] thio] propyl] amino] pent yl] 

(ll.beta.,17.beta.)- (9CI) 
MF C35 H48 F3 N 02 S 

Absolute stereochemistry. Rotation (+) . 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Estra-1, 3, 5 ( 10) -triene-3, 17-diol, 11- [4- [2- [methyl [3- [ (4,4,5, 5, 5- 

pentafluoropentyl) thio] propyl] amino] ethyl] phenyl] -, (11 -beta . , 17 .beta . ) - 

(9CI) 

MF 035 H46 F5 N 02 S 



Absolute stereochemistry. Rotation (-) . 
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F F 



Me 



F3C 



X 



(CH2)3 



S. 



{CH2)3 




N. 



S 



S 



HO 




H 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN l-Propanamine, 3- [ (4,4,5,5, 5-pentafluoropentyl) thio] - (9CI) 

MF C8 H14 F5 N S 



H2N- (CH2)3-'S- (CH2) 3-CF2-CF3 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN 1-Pyrrolidinecarboxylic acid, 2- [ [ [4- (trifluoromethyl) phenyl] sulf inyl] meth 

yl]-, 1, 1-dimethylethyi ester, {2S)- (9CI) 
MF C17 H22 F3 N 03 S 

Absolute stereochemistry. 
0-. ^OBu-t ^ PF-a 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN 1-Propanamine, N-methyl~3- [ (4, 4, 5, 5, 5-pentafluoropentyl) thio] - (9CI) 
MF C9 H16 F5 N S 



MeNH- (CH2)3-"S- (CH2) 3- CF2- CF3 
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**PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Estra-1, 3, 5(10) -triene-3, 17-ciiol, 11- [5- [ [3- [ (4, 4, 5, 5, 5- 

pentafluoropentyl) thio] propyl] amino] pentyl] ( 11 .beta . , 17 .beta . ) - (9CI) 
MF C31 H46 F5 N 02 S 

Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Estra-l,3,5(10)-triene-3,17-diol, ll-[5-[ (2S)-2-[ [[4- 

( trif luoromethyl) phenyl] sulf inyl] methyl] -1-pyrrolidinyl] pentyl] 

(ll.beta.,17.beta.)- (9CI) 
MF C35 H46 P3 N 03 S 

Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Estra-1, 3, 5 (10) -triene-3, 17~diol, 11- [4- [2- [methyl [3- [ [ [4- 

(trifluoromethyl) phenyl] methyl] sulf inyl] propyl] amino] ethyl] phenyl] 

(ll.beta.,17.beta.)- (9CI) 
MF C38 H46 F3 N 03 S 



Absolute stereochemistry. 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Pyrrolidine, 2- [[ [4- (trifluoromethyl) phenyl] sulfinyl] methyl ] (2S)- (9CI) 
MF C12 H14 F3 N O S 

Absolute stereochemistry. 




**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Ethanethioic acid, S- (4 , 4 , 5, 5, 5-pentafluoropentyl) ester (9CI) 

MF C7 H9 F5 O S 



Acs- {CH2)3"CF2-CF3 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Estra-1, 3, 5 (10) -triene-3, 17-diol, 11- [5- [methyl [3- [{4,4,5,5,5- 

pentafluoropentyl) thio] propyl] amino] pentyl] -, (11 .beta . , 17 .beta. ) - (9CI) 
MF C32 H48 F5 N 02 S 



09/972,411 



Page 7 



Absolute stereochemistry. Rotation {+) . 



OH 



F3C 



F F 



(CH2)3 




**PROPERTY DATA AVAIIABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Estra-l,3,5(10)-triene-3,17-diol, ll-[5-[ (2S)~2-[ [ [4- 

( t ri f luorome thyl ) phenyl ] thio ] methyl ] - 1-py r rolidinyl ] pentyl ] - , 

(ll.beta.,17.beta. )- (9CI) 
MF C35 H46 F3 N 02 S 

Absolute stereochemistry. Rotation (+) . 



**PROPERTY DATA AVAILABLE IN' THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Estra-l,3,5(10)-triene-3,17-diol, 11- [ 4- [2- [methyl [3- ( [ [4- 

(trifluoromethyl) phenyl] methyl] thio] propyl] amino] ethyl] phenyl] 

( 11. beta., 17. beta. )- (9CI) 
MF 038 H46 F3 N 02 S 




CF3 



HO 
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Absolute stereochemistry. Rotation (-) . 



F3C. 





S. 



(CH2)3 




Me 



s 




H 

R I S 



H 



HO' 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Benzene, 1- [ [ (3-bromopropyl) thio] methyl] -4- ( trifluoromethyl) - (9CI) 
MF Cll H12 Br F3 S 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 21 ANSWERS REGISTRY COPYRIGHT 2003 ACS on STN 

IN Estra-1, 3, 5 ( 10) -triene-3, 17-diol, 11- [ 9- [ (4, 4, 5, 5, 5- 

pentafluoropentyl) sulf inyl] nonyl] -, (11. beta. , 17 .beta. ) - (9CI) 
MF C32 H47 F5 03 S 

Absolute stereochemistry. 




